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Abstract not available for JP2001525824T 
Abstract of corresponding document: WO9851702 

Compounds having an ansamycin antibiotic, or other moiety which binds to hsp90, coupled to a targeting 
moiety which binds specifically to a protein, receptor or marker can provide effective targeted delivery of 
the ansamycin antibiotic leading to the degradation of proteins and death of the targeted cells. These 
compositions may have different specificity than the ansamycin alone, allowing for a more specific 
targeting of the therapy, and can be effective in instances where the ansamycin alone has no effect. Thus, 
these compounds provide an entirely new class of targeted chemotherapy agents with application, 
depending on the nature of the targeting moiety, to treatment of a variety of different forms of cancer. 
Such agents can further be used to promote selective degradation of proteins associated with the 
pathogenesis of other diseases, including antigens associated with autoimmune disorders and pathogenic 
proteins associated with Alzheimer's disease. Exemplary targeting moieties which may be employed in 
compounds of the invention include testosterone, estradiol, tamoxifen and wortmannin. 
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13. ±$m^w&u^t±ury^^^y^mmt(DmK^Lmrr^^-<- 

14. s&w, ^y"^-^tc^-^-^^m^mtir^WMm^m^& 

15. _hlBf^f^«\ W*«2-l 3<D\,^tifr-mmm<D{t&mxh6 

16. jttufi^^sesrsr, s»SrSfer4Mn$^s*sr*feor, mm&WK 

17. ±Eft^fr&*j&s, H*a2-i 3<ov^i*n^— *^IB«©ft-&«r-e*>5 
. ft *f l 6 ^Eic^^fc 

18. 

20. JilET^^^^Vfei^K^, WtWi/^fc5, »*«18H 

21. 17- (N-a^KT/V^-N-^T;) -17-f^h^Wt 

^5II^S^^J:^r^^^^^S^«^^6, hsp90^ 
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23. ±&{£¥1\&mK W*«2~l 3(Z)V^Ttb^-Tl^fB«Oft^fef-Cfo5 
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mtR * tuts &m%ftM~rz>jjm& ± ttttefc#4fc 




(a n s amy c in) S^W^ffiffl^<t^^^ffl{Cjg^6*f«»^ 

h% 0 -wtuc, %wmm^ mm^<o^/u^>-mmmM^htc^ he 

^£ (Cancer Treatment Reports, 71:901 — 9 
0 6 (1 9 8 7) ) a B r i x^f± N trtffittfeSte*?f(l (a n t i n e o 

plastic agents)^: LTT^ Fp ^V~ln p T/V^/HM^ffii 

(Cancer Res., 1 1 6:5 3 8-5 
39 (1990) ) 0 *fc, Eisenbran d^\C£&Ac t a On c o 
logica, 28:203-211 (1989) £#H^f 



Sr^m^o My e r s*3j;tfV illemezft -gJSf Lfc^X y Ti 
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mKw^^tcnm^^^yom^m^m^^x^^ (b i o c h em 

. Biophys. Res. Co mm u n . , 163:161 — 164 (198 
9) ) 0 

y/V^fv>f^y (geldanamycin) £5 X U^/V \£~? 4 *S > (h e 
rbimycin) A^^^y/^/^ FT^f v^fi/yft:»f HER 

\Cs r c-j&fcitf r a f ^-if ©-imt^SSS^I&lfn * 

mUft (targeting moiety) ^JB^LfcT >"9"W ^>*l£* 
KSr*#rSft'&**, SfiJto4>»^J:OWttllfflia©5E««r*< r£tfS-e£S 

SfSlXtt*^—?— ^<tf9^«^^TV^, aws 
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Bill ^K^<fc5ft^o-«S5&Sr^L-CV^ ; 
TV^5 ; 

LTV^S ; 
^LT^3 ; 

H6tt, ^-t-S(:j;DGM|:^^tv^^ ; t^^7xy (tmx) 

r b B 20^;V^LTV^ ; 
0 9 A- 9 Gfl J; <T>*fAs9^4 b y /Wfc 
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sr^-ci^ lt i ^ «wr£«# tTz/~f^4 i/^mmmn tfrbminz nx 
Bifcfcv^c, st^Mta^Hu ^^;>f KryfWvy 

(ma c b e s in) ft W^tDfatoT V>^t*4fcJfSrttffl-f « £ £ fc 

if, s r c-Bra^-P^y*-*-— r a f ^rf^j;(;PI-3^t-if^ 
(EGF) Uir^^ ^OffiO-M, /^bW^y^y^^WVi/ 

^l-Stntffc «A.HHIRWffl : ^IB#-*WO9 6/3 24 8 0, IWO9 6/4 0 
7 8 9ioj:aiWO9 7/0 4 8 0 1 (^tl P>CD#fF£r3lffl LT , rrfcHfi^A 
*tS) fc!B«£;ivCV^J;5*. HER-2l/t^-}:g^SW5: 
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fi 



o 

2 (rfrttSfc, HER- 2 fc LTfclfctlT^S) 

#^>^W V^fc^LTV^ffc^^foS GM- E 2 IS, -tt^^Wir^ 

*-£31iR«WK*U $fdWtf>*>T :/<BiH?:/*- (Miff, r^Kpyyi/ 
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p i -3*^~i?%mmvft^v*/i'h^y~i/<Dm&mcffi&£&tcG 



tffry h#ry?-r-f i/yfc±9,&|i*iiSt, h s P 9 0fi56SftS3£ft^ 

fiK*5W»rSo **W^J: <9 BB^StifcW^y v K3H4±, h s p 9 o fc« 
»ae«to||»!:«IJftrt*^#:*rff 9 titt-ftRfr* 
ft36KldBK^£lt\ fcittr^ifW i^Srh s p 9 0 fc*frfr£ii:S 0 
H£LT, «WSfi*& s »fM£*v ^fc^ft^co^^, ««jS&K^#$tt 

»ftv\ swK^a^^, «»sew^je^^o^.g*sttSo i-ft 
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—/V (Radicicol) tf5*>5 0 £ fb}C;£fc, T^*v>f ^£^^5 h 



ry^4 i/yfo^W^ikft^zm^P i -3^-*ic«ttSr3t»fc 

Mrny (04) */ftBSixrv^S n-^Fr^Mrny^ r h 
5fcKn7?y (THF) *3±t^*f-^^5 y»h!)7U* (HMPT) ^ 
-C\ 8 - t e r -7Y;^^f;^yy;mi/- 1 -Hrfrfw y ATi?^ 

y Kicitir^^wk-rs- ^aotK^tt5 0 ^-r^^y^-r/w^ 

ft (MsCK Et 3 N, CH 2 C1 2 ) ia5 2Igt\ ttfo~fZ> * *S V— Mfc 
-&*fc*lflLfc 0 r.^^^u-hft^ft*»cv^ v/^f;V^M7 ^ F (DM 
F) ^t^fi^^T, ^VV P&T*J K (N a N 3 ) <hKJ££*£\ »)StS7 

. yV^^-fW (GM) 17-r^FX7Py-g^-17 
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TR— «tB"C31?TU #S3 : 4^SiJ^-C\ 1 7fflt*3j;tf 1 9 fill "0*'*--?*- 



I8 6f±. gM£ <9 GM\zM&£tlX^Z>& : £*i/7x- > (TMX) 

ICN) fcRJS£ii\ 17- (N-3^K^f/V-N-S/7/) -17-tVF 
^^GM^^t?> 0 :<DGM|if^fi, H s p 9 O^^t/GM^Sftt: 
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rotpfflft-^WSr, DPPA, DEAD^J:(;pph3^^tr^K^t 



*RJGDN-$?TS Wfc^«r£j#f"»o ^{fr£«J£rftv^ V* 

m 

^7XDMF 3 3ml^(06-yn ; e^f/-;V (3g, 16. 6 mm o 1 
) TA^V#ffl$rR-> 4%?9—>V (2. 7 2g, 40mmol) "CMS 
U ^jai"5*S— *SlR«r, 0°C^£P£if\ /Al^DMF 12ml^C0TBS 
C \X%m\,tz Q S^S^iifi 1 *:, It^^/V (EtOAc) (Hex 
) :l-2 (v/v) «rfflV^6^y*y/V (S i O a ) ±^0»Jf^P^b^y 
7^ (TLC) iciOKaLJfctffc, ^fi£^ic^i^±#£^fc 0 ( 
r t) •e2fif««, ^Bfi*^ttt#feLrv^3ij^^ofc 0 ^x\ ^KJSffi-g**: 
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, AtE t OAc tK^m^fto *f%>"T—*SB>%, *ttS£E t OAc K 

so 4 it«^, R^TS^a^Sitfco Mt^Sfejte»i:, jgfltft 

tUE tOAc-He x : 1—4 ^ffll/^SK^y *f jVjjy u^Yffy 

7^ia^m ^s©vy^-x/w^**«feffl««r^bT#fc (4. 

4 g N IR^ : 9 0%) e 

!Jf ^^Ttf !J K^f ^^r^Mft^i (O. 6 5g, 6mmol) 



y*j^—yyx*\£&M\sX&€Antc 0 e toAcias 30 

, *ae>fc*«)B*r*-e3|il (3X) *5±tt/?>f veHnl, «*bfc 0 

4*Sr#fc 0 EtOAc-Hex : 1-1 9S:ffl^SSBi/JJ*y;^7A^PY 

0. 8 8 g. : 9 2%) 0 
r^WW^ft (80mg, 0. 33mmol) OTHF lml W 

W&<D1. 6^/148*0. 2 2mlt«Lfc 0 ^tb«r»CV^ 2 0M ^ 

&£-e^#\ »cv>-c-7 8ti:su ^wasr% *L<^gLfc^iM?vi' 

sfc^ajwr^ H (HMPA) 0. 2ml»U S^WyMl 

^ (8 Orng, 0. 2 4mmo 1 ) £rTHF 0. 5ml ^(DMW)M 

Kte£tHM>, yfcttU RV^EtOAc (3X) 9 

tttt}Lfc 0 ^^"CSS^U MgS0 4 J:«i^, Jfcl^ 

«JBR*BU W5^*fi©ttttB»«^#fco E tOAc-He x : l-9^rffl 
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fb^***fejft#t«i:Lr#fc (50mg s Jft^: 36%) 0 

r©V5^*- X/WfrsH& (5 0mg, 0. 0 8 8mmol) 8\ T/l^V# 
ffl^Tl^ l*THF 2mlWcWLf: 0 0°C^^ 

. 1 5mmo l) ©l^SS^felU *v^»Sl»SrJS9 8fev^ 0 ^M"C3 



EtOAc-Hex : 1 — 2^1 — 1 9^HtLfc 0 rttfCj; 9, 7/V3-;P 
M3 4mg (ifc*:8 5%) dS*fe»«*i: LT»fetLfc 0 

^fky^P7^F0. 5 m 1 f ©_h!B^t-/H^t) ( 3 4 m g , 0. 0 7 
4 5mmol) OtfcjSVvt, h U ai^yVT ^ y (22. 6m g> 3 1v^ 
^p!) y*— , 0. 2 2mmo 1 ) t«L, /jCV^^P7^ K (12. 
8mg, 8v>f^D!)y^- 0. llmmol) tailfco ^©fittW 

, Et0AcfcH 2 0J:^SLfc 0 fX^T— *Sb>&, r £>>jcttJi&E t O 

Ac ox) ^i*)auu wttui«r*#\ tkt% scv^^^^-cft^u m 

gS0 4 J:X:«^t, fc^-CWBWBU Mfiift«*«r#fc 0 3r3©T^Hft 
^2 3mg (2X®C9lK^ : 6 4%) LTE t OA c -He x : 

l-4£ffl^5$S&S i O 2 iJ7A(aWilt 0 

^/^2ml ±lBT^KT-fe^/Wt'&* (1 lmg, 0. 0 2 2 8 

mmol) ^/C3f$fi§, 1. oMfflSMO. 5ml^f&MLtc 0 ISfPS^ 
*A*ffi#LTS^n+Srfcfc±9, pH£rT/v# yf4 (7-8) fcb 
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^^fcSSftlU E t OAc-He x : 1 - 4 \Z. X <9 jgfi Ltc Q Z.tl\Z£V, ffi 
m<DTV yfc»9m g (JR^ : 9 0 %) £Mfe1«f^^ LT#/c 0 

S^fcTHF lm 1 *<Z\ ±MTi>Vit&m (3 3 m g , 0. 0 7 5 5mmo 
1) £\ MT\ THF^^bP^f-zV^^^^ O^e/V^O. 23m 

1 (0. 2 3mmol) tjUtlLfc, SJK^Ifr^ TLC (SiO a , EtO 
Ac -Hex : 1-1) ^£i9^ffiLfc 0 1 ^ffi^^lC, »S^7Lfc 0 Ztl 
>JcO. 2 3mltMU Rl^DH*** — &fct>fz 9 HMLfc 0 r. 



#fc 0 ro^^^r, pH^iT^^TiatJilttta^fe, H 2 0*5<£ 
9 3 0itilU «*fc#«SSr»cv^, 1. ON HC 3 0}fiffiLfc« 

IfefcHciiailW^ ry^7iai5iSfepHi:u Scv^chc 

U ff»fe»JKK«r (2 4. 6mg) £#fc Q 

T^b^TPy-GMMli, F/VP^JW (5. 6mg, 10W^ 
n^/V) ^U-CBtBf^^V^T, i/XDMSO 0. 5mlMSl7-7 
As?T- (8-T^/-l-t^f^/V) -x^ ^^fny (24. 5mg s 6 

m^m^mt^± 0 r<&KJSffi^£&v^ chci 3 ^h 2 

fc (5X) o *ftfc*MWI*»CV^ Tk-Cftj^L (3X) , frL<fe v #L/cM* 
<fc«3, 0fiI<DE|g (3. 4mg, Jfc^: 3 6%) 3\ 3£feB^*£ LT#£>tlfc 
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m^mmmm (ln-cap) ^ns*-?, o. 

tcTXbXTv^-ffi&GM (GM-T) IZ^bhfCo ftUfitt, GM^SfeStl 

Siifc (0 8 a) 0 rftfciafLT, r y Kp^v i/t^^-^t^xt 

GM-T(Ci:^«^tLfc«^m^^c (08 B) 0 -(D£o\C^ GM-T 



^A->!J /V^V^;* -7 8tm^ THF>t»©i-^yy- 

0J4 

-f^JyKt, 01 Ofc*£*lTV^S£:fc!H^J*U^ TSV'flrfMfc (40m 
g, ^©flrfMfcfiK atzenellenboge n^MJ; 19 J . Org. C h 
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em. (1 9 8 7) , 5 2 : 2 4 7 KfM^Z tl1tJjfefrbWk£tlZ>) DM 
SO lmltMIU »^WfY^i/y2 OmgSrigfllLfco 

y^{cj:t?ft»L^#,H^fe^ffc 0 (i7m g ) thf 

1. 5m 1 *fcSM?U AcOH2», RV^TBAF (fb7-n-^ 

ry^xryA7/^7^K thf^wi. om) o. 0 2mi»u 

H9Fjsj;tf9GiJ:^§ftT^5J:5fc:, :o<M«^, S'Jogm-^ 
. m*v>mmfct>tz*)&bU Sv^A7/P5/r 



iilUot, @* coftS^ i^ir —{naff §^tL^ (Dit^^^W ffi 
Lfc 0 ^tb^CO^^, Sl^^ir^T^o ^CO^C&V^T, GM-4-E2 
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Erl)B2 (Her2) 






B9A 
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Von Braun) <£>HJS#\ Effll^GMfcjlS^Lfca 9 KT/I/^T ^ VSr 
T ^ /GMCO^ : S»te*3Wt\ GM(10mg, 17. 8 5^^a^ 

) £\ ^PP*Mimli:SiLfeo Mt^SMi^^ chci 3 lm 

l^cDTv^v^ (lOOmg) T«Lf: 0 rftfc, Btgf-C2RrM, jf#Lfc 

*9^fctsjDu mmoto'g: (iom gs jr* : 9 8%) & N *v^6H7#« 
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#5 (R. C. S c hnu r#te££ J. Med. C h e m. , 3 8, 3 8 0 6 
, 1 9 9 5) 0 HWtli:, GM 5 . 6m g (1 0^^^) £ s ^nn^M 

% 1 7 -7^ h^V- 1 7-fc°py vVGM 5mg (Jfc^ : 8 3%) 

1 7-N-a r> F7;^/v-N-i/r; GMlgf^oM : ft^iftSlffcfc: 
*3^T, 17-Tv ? Uv ? /GM 2. 5 m g (4. 3 8^^pw) MzK 

a^tvry (3mg. 19. 6^-T^n^/k) h5U&£^ Z.<DEJ&s<<i T A* 
-frv-yvy^^zf^^iO Lfc 0 «A«r#Cl^ BfjJfCl 65- 

7 0t*tfi(ftfc a WSV^feicftofco ^ti^ JHl^>5 

V>T, 0f^«K3mg (JR*: 9 4%) K5V^fe<D»ieR«5 1 LT4>« 



Lfc 0 

Biatte, 17-t°ny 5mg (8. 3 4-7^f^a^;V) ^ 65t 

^7Y;*ft^5mg (JR^: 8 0%) £r#fc 0 

^^dr^^^y-^GMS^ft:^*^^ : ft^^l^^T, 1 7-N 
— 3 # Kxf;V-N-^7yGM 3mg (4. 14^^n^) £ s T/V^ 
V#ffl^Ti-, MzKTir b^MJ/kO. 5 m 1 te»«?Lfc 0 
, n^r^xyi. 6mg (4. 14W^P^) t*lLfc 0 rtl^J: <9 

J&<Dmi7&, ^nn^/l/A^CO 1 0 0%^^y^fMf§TLC (Si0 2 
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fl9 

fcJ;tK *fjS*f5i 7 -N-^ry-N- 3 9 KT;V^VT^^ £IM 9-N 
Ml o 

-S^T^y : CHC1 3 0. 5ml^(Z)^>^t^i/y (3mg, 0. 
0 0 5 3mmol) OjffiKiil, UfSfC 1 Effffl WtT, ^f^fl/y^7^y6 
. 2mg (1031) SriSSPLfco £0Efc«£**&V^ zfc4 x 5 0 0 n 1 



CH 2 C 1 2 0. 2 5ml«fU SV^^t/^^^y2. 2mg (0. 
0 0 5 3mmo 1) «\ Rft^^fcte^TSHm Lfc 0 2 0#F^ |ft-tl^> 
^feKlSa^**, ^!)^7^J:(D^nvF^77^l;»#U CH 2 C1 2 
tp©5%MeOHi:«J;Ug8U Wtv^^/y-^t;^vy^ 
yKl. 5mg (27%) fcS-^jlHWfcfttL-CWfco 
*#WHR/rjR$?7S^ : 6- (N-^^-N-^aR-^V^^^T 

3MJ-y- 1 A- (2. 0g, 17. 4mmo 1) 6D», THF^^f 

;VT*>(D2. OMMSOml (-10S1) SrtBJPU ^EJSfi-^M&Sr* 
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aHC0 3 |«5 Om 1 ^{C#|RL/c 0 ^/V^y^t^^D^F (2. 
5g, 5 1mmo 1) SrRV^ SSftlU «\ 2fl#|ffli»L<lf# 

imu M g so 4 ±t?Kis^ atiau ftv^*NSLfc 0 ^y^y^n-r 

h^y^-f (10-50%EtOAc 3 . lg (7 

6%) »ifti«fttLr#fc, 

THF 2 0ml ^(D^xf/vr^K^M^^^ h (1. 45 
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